To complement the existing treatment guidelines for all tumour types, ESMO organises consensus conferences to focus on specific issues in each type of tumour. The 2nd ESMO Consensus Conference on Lung Cancer was held on 11-12 May 2013 in Lugano. A total of 35 experts met to address several questions on non-small-cell lung cancer (NSCLC) in each of four areas: pathology and molecular biomarkers, first-line/second and further lines in advanced disease, earlystage disease and locally advanced disease. For each question, recommendations were made including reference to the grade of recommendation and level of evidence. This consensus paper focuses on early-stage disease.
background to the 2nd ESMO Consensus Conference on Lung Cancer, Lugano 2013
In 2009, ESMO decided to complement the ESMO Clinical Practice Guidelines (CPGs) with further recommendations from 'Consensus Conferences'. For lung cancer, the first meeting of this kind was held in Lugano in 2010, which resulted in the publication of two consensus manuscripts [1, 2] .
The 2nd meeting, held in Lugano in May 2013, followed the same format as the 1st edition. Four working groups were appointed, each with 8-10 participants from several disciplines and led by a chair. A total of 35 experts were involved in this consensus process (see Panel Members listed in the Appendix). The four specific areas were as follows:
NSCLC pathology and molecular biomarkers, First line, second line and further lines of treatment in advanced NSCLC,
Early-stage NSCLC (stages I-II), Locally advanced NSCLC (stage III).
Before the conference, each working group identified a number of clinically relevant questions suitable for consensus discussion and provided the available literature. At the Conference, in parallel sessions, each group discussed and reached agreement on the questions previously chosen. Decisions were made using studies published in peer review journals. The consideration of abstracts was at the discretion of the groups. All relevant scientific literature, as identified by the experts, was considered. A systematic literature search was not carried out.
The recommendations from each group were then presented to the full panel of experts and discussed, and a general consensus was reached. The Infectious Diseases Society of America grading system was used to assign levels of evidence and grades of recommendation [3] .
The consensus findings of the group on early-stage NSCLCapproved by the Consensus Conference panel of experts-is reported here. As there was no prior consensus manuscript in this domain available, the section on early-stage NSCLC of the latest CPG [4] was the working basis. Starting from there, 14 questions in nine domain sections were appointed for further discussion.
The bulleted recommendations at the end of this paper are based on the 2013 CPGs, complemented and/or refined by the consensus process at the Lugano 2013 meeting.
incidence/epidemiology
Question 1a: should experienced multidisciplinary thoracic cancer centres offer computed tomography (CT) screening outside of a clinical trial? Question 1b: can CT screening for subclinical lung cancer be offered to individual patients asking for it?
None of the four prospective randomised, controlled trials (RCTs) of lung cancer screening, carried out in the late 1970s using combinations of chest X-ray and sputum cytology [5] [6] [7] [8] , showed a significant reduction in lung cancer mortality associated with screening. However, on 4 November 2010, the National Cancer Institute announced the results of the National Lung cancer Screening Trial (NLST) which indicated that lung cancer mortality in specific high-risk groups could be significantly reduced by annual screening with low-dose computed tomography (LDCT). The results of the NLST trial documenting this reduction were published shortly thereafter [9] .
Following these findings, LDCT lung cancer screening in selected populations was recommended for the first time by a scientific society [10] . In 2011, the International Association for the Study of Lung Cancer (IASLC) held a CT screening workshop which brought together experts in lung cancer disciplines from across the globe, to consider standards and quality control for CT screening. The workshop report [11] suggested, among other things, that before offering CT screening, quality standards must be developed, endorsed and embraced in organised and individualised settings, and that outcome reporting should be standardised. To reduce the risk of over-diagnosis and overtreatment, standardised protocols for image interpretation and nodule management should be developed, and positive cases should be discussed at multidisciplinary meetings.
To help ensure quality and efficacy control in a screening programme, the programme's clinical, radiological and oncological data should be archived in a database. The IASLC report also proposed surgical standards in the screening context, recommending that screening should only be carried out in centres with access to a full minimally invasive surgical programme; that the number of resections for benign disease should be low (<15%); and that for lung cancers <2 cm with pure ground-glass or part-solid aspect on CT, anatomical segmentectomy with frozen section analysis of N1 and N2 should be practiced.
The 2013 Lung Cancer Screening Guidelines published by the American Cancer Society (ACS) [12] restated the findings of a 2012 systematic review [13] , which emphasised that adults requesting lung cancer screening should enter an organised screening programme at an institution with expertise in LDCT screening, and be given access to a multidisciplinary team skilled in the evaluation, diagnosis and treatment of abnormal lung lesions. If these criteria are not met, the risks of cancer screening were considered to be substantial. The review also recommended that physicians should initiate a thorough discussion of the benefits, limitations and risks of LDCT screening with those requesting it, should inform current smokers that they continue to be at risk of developing lung cancer and should encourage them to enter smoking cessation programmes.
Lung cancer risk models are being developed and tested for their ability to identify the best target population for lung cancer screening and also the best screening interval [14] . Until evidence from such models becomes available, the target population and screening interval should be those proposed by the NLST [9] .
should experienced multidisciplinary thoracic cancer centres offer CT screening outside of a clinical trial?
• Recommendation: LDCT screening reduces lung cancer mortality [I, A] and can be carried out outside a clinical trial provided it is offered within a dedicated programme with quality control at a high-volume centre of thoracic oncology experienced in LDCT screening, where the multidisciplinary management of suspicious nodules is established. Individuals offered LDCT screening should also be referred to a smoking cessation programme.
can CT screening for subclinical lung cancer be offered to individual patients asking for it?
• Recommendation: LDCT screening should not be offered on an individual basis, but patients requesting screening should be referred to a dedicated programme as recommended above.
diagnosis
Question 2: should the malignancy calculation methods used in LDCT screening be used for the clinical assessment of pulmonary nodules?
Obtaining a definitive tissue diagnosis before treatment is desirable for patients presenting with early-stage NSCLC. However, this can be challenging for lesions that are inaccessible by bronchoscopy, as complications following a transthoracic needle biopsy are reported in up to 15% in population studies, especially in the elderly, smokers and those with chronic obstructive pulmonary disease (COPD) [15] . The pre-test risk of malignancy can be determined using algorithms which take into account the relevant medical history, smoking habits and radiologic characteristics of the lung nodule in question, in order to decide if additional diagnostic or therapeutic procedures are indicated [16] . All such algorithms have limitations, which are partly related to the underlying populations from which they were derived. More recently, studies evaluating LDCT screening for lung cancer detection have shown that incorporating the nodule volume doubling time (VDT) [17] and/or fluorodeoxyglucosepositron emission tomography (FDG-PET) uptake [18, 19] can also reduce the number of benign lesions excised. However, VDT measurements are not routinely carried out outside clinical trials. Differences may exist between the CT-screened populations and others presenting with lung cancer, hence the sole use of existing algorithms, VDT or FDG-PET in isolation, for the purpose establishing a diagnosis of early-stage NSCLC cannot be supported at the present time. Instead, it is recommended that indeterminate solitary pulmonary nodules (SPNs) should be assessed by expert multidisciplinary tumour boards, who will consider all relevant patient, epidemiological and procedure-related factors, and apply the existing guidelines for the assessment of lung nodules, such as the ones of the Fleischner Society [20] , recently expanded to subsolid nodules [21] . Expert multidisciplinary tumour boards may be best placed to assess the likelihood of benign disease in their own populations including, where available, algorithms that have been validated for the population in question [22] .
should the malignancy calculation methods used in LDCT screening be used for the clinical assessment of pulmonary nodules? Question 3a: is tissue-based diagnosis needed before surgical intervention?
In principle, tissue-based diagnosis is crucial to any radical treatment of lung cancer, and any reasonable attempt at presurgical (i.e. pre-resectional) tissue diagnosis is to be pursued [16, 23] .
In the event of a nodule with increased likelihood of malignancy as per current diagnostic algorithms and/or unsuccessful or too hazardous preoperative diagnostic procedures [15] , experienced multidisciplinary groups can advise to proceed to surgery according to the principles of minimal invasiveness. The location, size and solid component of the nodule will have to be considered when estimating the likelihood of malignancy and the most favourable approach for the surgical procedure.
is tissue-based diagnosis needed before surgical intervention?
• Recommendation: A pre-surgical pathological diagnosis is recommended. In some patients with clinical stage I/II lesions this is not feasible, and a high likelihood of malignancy based on assessment of clinical and imaging findings in an experienced multidisciplinary group may be sufficient [III, B] .
Question 3b: is tissue-based diagnosis needed before stereotactic ablative radiotherapy?
A significant proportion of patients with early-stage NSCLC do not receive a surgical therapy, mainly due to reasons of comorbidity and age [24] . Population studies show that patients with early-stage NSCLC are less likely to have a pathologically confirmed diagnosis compared with those with more advanced stage disease, and that both the elderly and those with comorbidities were less likely to have a pathological diagnosis of lung cancer [25] . Obtaining a tissue diagnosis in unfit or borderline operable patients can be more challenging than doing so in those who are fit to undergo surgery. For fit patients, the American College of Chest Physicians (ACCP) guidelines have recommended surgery without a preoperative diagnosis, when the likelihood of malignancy exceeds 65% [26] . A number of arguments have been used to support the use of stereotactic ablative radiotherapy (SABR) in inoperable patients without tissue confirmation of their tumour, but following assessment by an expert multidisciplinary team. Population data also support the view that failure to establish a pathological diagnosis reflects extensive comorbidity, as such patients have poorer survival outcomes following SABR [24] . Reassuringly, in populations where a final diagnosis of benign disease is made in only 6% or less of resected tumours [27] , the patterns of local control and disease recurrence were similar in SABR patients cohorts either with or without a preoperative diagnosis [28] . Although the ACCP guidelines have recommended a 65% pretest likelihood of malignancy before proceeding to 'non-surgical biopsy and/or surgical resection unless specifically contraindicated', an 85% likelihood of malignancy has been suggested before proceeding with SABR without pathological diagnosis [29] . The latter is consistent with the recommendations of the IASLC that in centres performing CT screening, a final pathological diagnosis of benign disease should not exceed 15% [11] .
is tissue-based diagnosis needed before stereotactic ablative radiotherapy?
• Recommendation: An attempt should generally be made to obtain a pathological diagnosis before SABR. In the event that tissue sampling is considered excessively hazardous, there should be at least an 85% chance of malignancy, based upon accepted criteria [III, A].
staging and risk assessment
Question 4a: what is high risk for surgery? what is the role of validated risk models?
Risk is a continuous outcome usually expressed as a probability from 0% to 100%; therefore, what constitutes 'high' is arbitrary. In a clinical setting, patients are the most appropriate persons to define what is 'high' as relative value depends on personal (usually unexplained or unquantifiable) beliefs. With regard to a clinical trial or guidelines the value used to define 'high' should simply be stated. Risk needs to relate to meaningful specific outcomes. While a simple principle, respiratory literature (especially on exercise testing) is littered with studies that use combined outcomes with several end points (e.g. death, pneumonia and arrhythmia), which complicates interpretation [30] . The CALGB 9238 trial was a prospective multicentre study to validate the use of primary exercise VO 2 measurement for the prediction of surgical risk [31] . Patients with a peak exercise VO 2 <65% of predicted or <16 ml/kg/min were indeed more likely to suffer complications (P = 0.0001), and poor outcome (respiratory failure or death, P = 0.0356). The author's conclusion was that their data provided a multicentre validation for the use of exercise VO 2 for preoperative assessment of lung cancer patients, but that an aggressive approach may be warranted in some patients, as 58 patients who did not meet the algorithm for operability were resected. They had a 2% mortality rate and a survival twice as long compared with non-surgical patients.
So, while cardiopulmonary exercise testing is used to screen for patients 'at risk', additional discussion in a multidisciplinary tumour board and with the patient is needed.
The risk of in-hospital death can, for example, be estimated using a validated scoring method such as the Thoracoscore [32] . Each risk model should indeed be validated, an example is the Goldman cardiac risk index recommended by the American College of Cardiology/American Heart Association (ACC/ AHA), that was recalibrated for lung resection cohorts [33] , and validated in the latter setting [34] .
what is high risk for surgery? what is the role of validated risk models?
• Recommendation: Validated risk-specific models can be used to estimate postoperative mortality and morbidity [III, B].
Question 4b: what is optimal functional cardiopulmonary evaluation before resection?
When discussing surgical resection for lung cancer, not only technical resectability should be considered, but also the functional operability, in particular cardiac and pulmonary.
To evaluate cardiac risk, use of the revised cardiac risk index (RCRI) is recommended-this has recently been modified into the so-called recalibrated thoracic RCRI (Table 1 , Figure 1 ) [33] . To calculate this index, four weighted factors are used, and patients are grouped into four classes with increasing risk. This index has recently been externally validated [34] .
A collaborative task force of the European Respiratory Society (ERS) and European Society of Thoracic Surgeons (ESTS) established clinical guidelines on fitness for radical therapy in lung cancer patients (surgery and chemoradiotherapy) [35] . In case FEV1 or DLCO are <80%, exercise testing and split lung function Although lobectomy is still considered standard therapy for earlystage T1N0 lung cancer, anatomical segmentectomy or wide wedge resection are currently reconsidered for small, non-invasive or minimally invasive lesions, especially those with ground-glass opacity (GGO) characteristics [38] [39] [40] . Two recent reviews [41, 42] and one meta-analysis [43] concluded that well selected use of sub-lobar resection, especially for pure adenocarcinoma in situ ≤2 cm, yielded similar survival and recurrence rates as lobectomy.
Definitive recommendations can only be made when the results of large randomised trials become available.
In some specific subsets of early-stage adenocarcinoma, systematic lymph node dissection may not always be required [44] . Recent analysis of the Italian COSMOS screening study showed that systematic nodal dissection can be avoided in early-stage, clinically N0 lung cancer when the maximum standardised uptake value on PET scanning is <2.0 and the pathological nodule size is ≤10 mm [45] .
A lung volume reduction effect may be observed in patients with heterogeneous emphysema operated for a concurrent lung cancer located in a diseased part of the lung. A 'COPD index' has been described for better patient selection in this situation [46] . Several therapeutic surgical options are available and a specific algorithm has been developed ( Figure 3 ) [36, 37] . [47] . The results suggest that either form of access yielded similar results with no differences in in-hospital pulmonary outcomes or mortality. The authors highlighted reduced systemic recurrence (i.e. improved disease-free survival, DFS) in patients who underwent minimal access (video-(VATS)) lobectomy. However, since the majority of studies were non-randomised, improved DFS may be due to case selection bias. An update published in 2012 reported lower in-hospital morbidity and shorter length of hospital stay in patients who underwent VATS lobectomy [48] .
There are no randomised trials comparing robotic surgery with either open or VATS surgery. A number of case series have been reporting good outcomes with robotic surgery [49] [50] [51] . One study reported similar case-controlled outcomes with robotic and VATS lobectomy [52] . However, 5-year survival decreases with the extent of lymphnodal involvement [55, 56] , and patients with multifocal lung cancer and documented N2 disease are generally excluded from complete resection because of poor prognosis following surgery [55] [56] [57] . Besides nodal involvement, in a recent pooled analysis based on individual patient data of 467 individuals undergoing resection of multifocal lung cancer in multiple lobes, the following poor prognostic factors for survival have been identified: advanced age, male gender and unilateral tumour location [55] . The fact that bilateral cancers seem to have a more favourable prognosis may simply reflect the fact that these patients are more likely to be those with true multiple cancers, and benefitting most from surgery because of non-metastatic disease. When judging on surgical resectability the aforementioned prognostic factors should be taken into account. No consensus exists on the optimal type of surgery for patients with multifocal lung cancer, although lobectomy for the main tumour plus sub-lobar resection of the smaller nodule(s) seems a reasonable approach.
If surgery is not feasible, other approaches such as local ablative (SABR) and/or systemic therapy should be considered, though scientific data on this are lacking. Therefore, especially in the latter case scenario, all treatment decisions should be taken within the context of a multidisciplinary tumour board.
what is the optimal management of multifocal lung cancer? Adjuvant chemotherapy is recommended in stage II and III and should be cisplatin based [58] . The most frequently studied regimen is cisplatin-vinorelbine [59, 60] . The indication should be further discussed in a multidisciplinary tumour board and should consider host factors such as age, comorbidities, performance status (PS), as well as time since surgery and pathology report [V, A] .
According to data reported from clinical trials, age per se is not a factor of selection [II, A] [61, 62] .
Patients with severe comorbidity were excluded from clinical trials. In the Ontario Cancer Registry, a detrimental effect from adjuvant chemotherapy was seen in patients with greater comorbidity (Charlson score 3+) but still fit for chemotherapy [III, C] [63] .
Evidence of benefit from adjuvant chemotherapy has been established in patients PS 0, 1 rarely PS 2 [I, A].
The precise interval limits to start adjuvant chemotherapy have not been properly addressed in clinical trials. Some trials (IALT) restricted inclusion to patients resected within 60 days before randomisation. The Ontario Registry of Canada looked more carefully at timing and concluded that no difference was observed between 2 cohorts (0-10 versus 11-16 weeks) [ • In the current state of knowledge, the choice of adjuvant therapy should not be guided by molecular analyses such as, e.g. ERCC1 or mutation testing [IV, B]. The outcome of SABR has been extensively documented in the literature [64] . Conversely, salvage surgery after SABR has been reported sporadically [65, 66] . In a recent Japanese series, post-SABR occurrence local failure or new primary lung was common (∼40% after 3 years), and about half of these patients had salvage therapy [67] . The current-very limited-experience seems to support the feasibility of surgery after SABR [68] . In one series, however, up to 25% of the patients subjected to SABR initially refused surgery [69] .
In some cases, surgery after SABR is carried out for complications related to SABR [70] . Acute complications of SABR, such as skin irritation, fatigue or cough occur in in 5%-40% of the patients and usually are transient [71] . Less common are late complications such as radiation pneumonitis, chest wall pain or rib fracture, haemoptysis or bronchial stenosis or necrosis. Therefore, along with pre-existing comorbidities, chest wall morbidity and pulmonary toxicity after SABR need to be carefully factored into the decision-making process for secondary surgery [69, 70] . Irrespective of whether post-SABR surgery is done in an elective or in an emergency setting, histological diagnosis of lung cancer will be crucial for subsequent treatment.
what are the indications for salvage surgery after SABR?
• Recommendation: Salvage surgery, if feasible, may be offered to patients having complications after SABR [V, B] . Salvage surgery may be offered, if feasible, using the same indications as for primary surgery in progressive disease after SABR, albeit surgery in these patients may be more difficult due to higher operative risk [V, B].
follow-up
Question 9a: what is the optimal follow-up after surgery for early-stage NSCLC?
The incidence of lung cancer at primary screening of high-risk patients with LDCT is as low as 1% per patient per year, but this approach has been proven to reduce lung cancer deaths [9] . A significant proportion (20%-40%) of patients who underwent a complete resection for pathological stage IA-IIB NSCLC develop a locoregional or distant recurrence [59, 72] . These patients have a constant hazard rate for disease recurrence of 6%-7% per patient per year during the first 4 years, diminishing to 2% per patient per year thereafter [72] . In addition, they have a smooth increase of the hazard rate for second primary cancer from 1% to 3% per patient per year during the first 3 years, which does not diminish over time [73, 74] . Event dynamics studied in 1506 resected NSCLC patients demonstrated distinct recurrence peaks occurring at around 9 months, and at the end of the second and fourth year [74] . Based on these results, a surveillance strategy can be recommended for patients who underwent a curative resection for stage I-II NSCLC, despite the absence of a well-designed randomised, controlled trial addressing the effect on survival outcomes with this strategy.
The ESMO 2013 CPGs recommended follow-up visits every 3-6 months during 2-3 years, less often (e.g. annually) thereafter, with history and physical examination, chest X-ray and annual CT as appropriate tools [III, B] . Based on the abovementioned data, surveillance every 6 months for 2-3 years with a contrast-enhanced spiral CT at 12 and 24 months, and thereafter an annual visit including chest CT in order to detect second primary tumours can be advised.
Despite several reports on a better sensitivity of PET-CT to detect disease recurrence in asymptomatic patients, compared with spiral chest CT scan alone, this is not recommended because no survival benefit has been demonstrated [II, D]. PET-CT can be helpful for the work-up of a suspected lung cancer lesion detected at CT surveillance [75] .
what is the optimal follow-up after surgery for earlystage NSCLC?
• Recommendation: Surveillance every 6 months for 2-3 years with a visit including history, physical examination andpreferably contrast enhanced-spiral chest CT at 12 and 24 months is recommended, and thereafter an annual visit including history, physical examination and chest CT in order to detect second primary tumours [III, B] . Follow-up PET-CT is not recommended [II, D].
Question 9b: what is the optimal follow-up after SABR for earlystage NSCLC?
Considering that SABR is still a relatively new technique in Europe, close follow-up after treatment is important. The frequency of the follow-up visits and imaging should be tailored to the individual centre according to experience and also to the individual patient, taking into account suitability for salvage treatment.
The incidence of early and late radiation-induced lung changes on chest CT ranges from 54%-79% to 80%-100%, respectively [76] . The late changes can mimic the appearance of recurrent disease, but only a small proportion of patients will have local recurrence confirmed by biopsy or further imaging [77, 78] .
The clinical utility of surveillance with FDG-PET-CT after SABR at pre-defined time points has not been clearly defined [76, 77] . PET-CT is generally carried out when recurrence after SABR is suspected based on serial spiral chest CT. However, PET should be interpreted with caution as moderate hypermetabolic activity may persist for up to 2 years following treatment without definite evidence of recurrence [79] . Optimal SUV max thresholds that correlate with a high risk of recurrence are still to be defined, as evidence is very limited, due to the low incidence of local recurrences in the available literature. A growing body of evidence, mainly from retrospective studies, suggests that SUV max above 5 at 6 months or more from SABR is associated with a high risk of local recurrence [76, [80] [81] [82] . However, due to false-positive findings on PET, patients suitable for salvage treatment should undergo a biopsy.
what is the optimal follow-up after SABR for earlystage NSCLC? • A pre-treatment pathological diagnosis is strongly recommended for all patients before SABR, unless a multidisciplinary tumour board is of the opinion that the risk-benefit ratio of the procedure is unacceptable [III, B].
• An attempt should generally be made to obtain a pathological diagnosis before SABR. In the event that tissue sampling is considered excessively hazardous, there should be at least an 85% chance of malignancy, based upon accepted criteria [IIIA] . Staging and risk assessment • For adjuvant chemotherapy, a two-drug combination with cisplatin is preferable [I, A] . In randomised studies, the attempted cumulative cisplatin dose was up to 300 mg/m², delivered in three to four cycles. The most frequently studied regimen is cisplatin-vinorelbine. • In the current state of knowledge, the choice of adjuvant therapy should not be guided by molecular analyses such as, e.g. ERCC1 or mutation testing [IV, B]. • In view of the equivalence of neo-adjuvant and adjuvant chemotherapy for overall survival, the consistent results and broad evidence base support adjuvant chemotherapy as the timing of choice [I, A].
• The non-surgical treatment of choice for stage I NSCLC is stereotactic ablative radiotherapy (SABR). The dose should be to a biologically equivalent tumour dose of ≥100 Gy, prescribed to the encompassing isodose [III, A].
• SABR for early-stage peripheral lung tumours is associated with low toxicity in patients with COPD and the elderly [III, A].
• Salvage surgery, if feasible, may be offered to patients having complications post-SABR [V, B].
• Salvage surgery, if feasible, may be offered, using the same indications as for primary surgery in progressive disease after SABR, but surgery may be more difficult with higher operative risk [V, B].
• For medically inoperable patients with tumours with a size >5 cm and/or central location, radical radiotherapy using more conventional or accelerated schedules is recommended [III, A].
• Postoperative radiotherapy in completely resected early-stage NSCLC is not recommended [I, A].
• In case of R1 resection (positive resection margin, chest wall), postoperative radiotherapy should be considered [IV, B].
• Even if such patients were not included in RCTs, adjuvant chemotherapy should be given to R1 resection regardless of nodal status [V, A].
• In case chemotherapy and radiotherapy are administered, radiotherapy should be administered after chemotherapy [V, C].
Follow-up
• NSCLC patients treated with radical intent should be followed for treatment-related complications, detection of treatable relapse or occurrence of second primary lung cancer [III, A].
• Surveillance every 6 months for 2-3 years with a visit including history, physical examination and-preferably contrast enhanced-spiral chest CT at 12 and 24 months is recommended, and thereafter an annual visit including history, physical examination and chest CT in order to detect second primary tumours [III, B]. • Due to a high number of false-positive findings on PET, patients suitable for salvage therapy should undergo a biopsy, whenever possible [III, B].
• NSCLC patients should be offered smoking cessation, as this leads to superior treatment outcomes. Combining behaviour techniques with pharmacotherapy is the preferred approach [I, A]. Table 2 . Levels of evidence and grades of recommendation have been applied using the system shown in Table 3 . Statements without grading were considered justified standard clinical practice by the experts and the ESMO faculty.
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